10/614481 09/07/2006 



Connecting via Wnsock to Di al og 



Loggi ng in to D al og 

Tryi ng 31060000009998. . . Cpen 

DI ALOG I NFCRVATI CN SERVI CES 
PLEASE^ LCGCN: 

ENTER PASSWORD: 

Wei corre t o DI ALOG 

D al og I evel 05. 24. 00D 

Last logoff: 28j an09 1 3: 20: 07 
Logon f i I e405 02f eb09 14:19:38 
*** AISNCUNCEIVENTS *** 

* * * FREE Fl LE CF THE IVCNTH: Wir I d News Connect i on ( WJC) , Fl LE #985 
Each month D al og offers an opportunity to try out new or 
unfarriliar sources by offering $100 of free searching (either 

Di al Uni t s or connect t i rre) in one speci f i c f i I e. Cut put and 
Al erts charges are not included. For rrore details visit: 
ht t p: / / www. di al og. com 1 f r eef i I e/ and then take a moment to get 
f arri I i ar with another great Dialog resource. 

* * * " Thomson Fi I e Hi st or i es" ar e now avai I abl e di r ect I y t hr ough Di al og 
i n sel ect ed pat ent and t r aderrar k f i I es. Corrbi ned wi t h t he 
corrprehensi ve patent and tr aderrar k information on Di al og, file 
histories give you the rrost corrpl et e vi ew of a patent or trademark 
and its history in one place. Wien searching in one of the patent 

and tr aderrar k databases, a link to an online order form is displayed 
in your search results, saving you t i rre i n obtaining the file 
histories you need. See HELP Fl LEHI ST for rrore information about 
how t o use t he link and a I i st of f i I es t hat cont ai n t he I i nk. 
NEW Fl LE 

— Fi I e 651, TRADEfvARKSCAN( R) - China. See HELP NEWS 651 for details. 
RESUMED UPDATI NG 

***File 523, D&B European Financial Records 
RELOADS COvPLETED 

*** File 227, TRADEIvARKSCAN( R) - Corrrruni t y Tr aderrar ks 
Fl LES RENAIVED 

***File 321, PLASPEC now known as Plastic Properties Database 
Fl LES REIVCVED 

* * * Fi I e 388, PEDS: Def ense Pr ogr am Surrrrar i es 
***File 588, DIVE- Fl Contract Awards 

»>For the latest news about Dialog products, services, cont ent «< 
»>and events, please visit Wiat ' s New f r om Di al og at «< 
»>ht t p: // www. di al og. com' what snew/ . You can find news about «< 
»>a specific database by entering HELP NEWS <f i I e number >. «< 
»>PRCFI LE is in a suspended state. 

»>Cont act D al og Cust orrer Services to re- activate it. 

SYSTEM HOVE 

Cost is in D al Uni t s 

Ivenu Syst em I I : D2 ver si on 1 . 8. 0 t er m=ASCI I 

* * * DI ALOG HdVEBASE( SM) Mai n Ivenu * * * 

1. Announcement s (new files, reloads, etc.) 

2. Database, Rates, & Command Descriptions 

3. Hel p i n Choosing Databases for Your Topic 

4. Cust orrer Services (telephone assistance, training, serrinars, etc.) 

5. Product Descriptions 

Connect i ons : 

6. DIALOG; R) Docurrent Delivery 

7. Dat a St ar ( R) 

(c) 2003 D al og, a Thomson business. All rights reserved. 

/ H = Hel p / L = Logof f / NQVENU = Corrmand Mode 



Enter an option nurrber to vi ew i nf or mat i on or to connect to an online 
service. Enter a BEG N corrmand plus a file nurrber to search a database 



10/614481 09/07/2006 



(e.g., I 
? b 410 



B1 f or ERI C) . 



02feb09 14:19:38 User217743 Session D753. 1 
$0.00 0.285 Dal Units Fi I eHorreBase 
$0. 00 Est i mat ed cost Fi I eHorreBase 
$0.00 Est i mat ed cost this search 

$0.00 Est i mat ed t ot al sessi on cost 0. 285 Di al Uni t s 
Newsl etters 2008 



? set hi ;set hi 

HI LI GHT set on as " 

HI LI GHT set on as ' ' 

? b 155 

02feb09 14:19:42 User217743 Session D753. 2 
$0. 00 0. 121 Di al Uni t s Fi I e410 
$0.00 Est i mat ed cost Fi I e410 
$0. 02 TELNET 

$0.02 Est i mat ed cost this search 

$0.02 Est i mat ed t ot al sessi on cost 0. 406 D al Uni t 

File 155: IVEDLI NE( R) 1950- 2009/ Jan 28 

(c) format only 2009 Dialog 
"File 155: Ivfedl i ne has resurred updating with UD20081211. 

Set I t ems Descr i pt i on 

? s t nf and endorret r i osi s 
71216 TNF 

1 5304 ENDdVETR CSI S 

51 151 TNF AND ENDdVETR CSI S 
? s s1 and py>1999 

151 S1 
5551846 PY>1999 

52 120 S1 AND PY>1999 
? s s 1 not s2 

0 S 1 
120 S2 

53 0 S 1 NOT S2 



31 S1 NOT S2 



:s. reserv 

RANTES pr oduct i on by cul t ur ed pr i mat e endorret r i al epi t hel i al 



nl y 2009 Di al og. All rts. reserv. 
peritoneal fluid f rom asyrrpt orrat i c infertile 



format only 2009 Dialog. All 



[ Det errri nat i on of t he t i 
gynecol ogi c pat i ent s 
endorret r i osi s] 

Det errri naci on del factor 
paci ent es gi necol ogi cas 
~- J — st r i osi s. 



onl y 2009 D al og. Al I rt 
Role of cytokines in progression of endorret r i osi s . 



reserv. 

>n of rronocyt e 
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rronocyt e chennt act i c pr ot ei n- 1 



reser v. 

induced f r om per i pher al rrononucl ear 



i n- rredi at ed adhesion of uterine endometrial cells 
sis patients to extracellular matrix proteins is enhanced 
by t urror necr osi s f act or al pha ( Tr>F al pha) and i nt er I euki n- 1 ( I L- 1 ) . 



endorret r i al eel i 



reser v. 

[Tr>F- alpha secretion by peritoneal macrophages 
irret ri osi s] 

De TT>F- al pha- Sekr et i on von Per i t oneal makr ophagen bei Endorret r i 



reser v. 

The pattern of cytokine rrRNA expressi on in ovarian endorret r i orrat a. 



onl y 2009 Di al og. All rts. reserv. 
variables ( Tf>F- a, sCD6 and sCD4) during 



reserv. 

it r i osi s 



irmat only 2009 D al og. All rts. reserv. 

: eel I s and r egul at i 



>r mat onl y 2009 D al og. 



[Significance of t urror necrosis factor alpha (TriF- alpha) in 
Jorret ri osi s] 

De Bedeut ung des Turror nekr osef akt or s Alpha (TriF- Alpha) bei der 
Endorret r i ose. 
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e rel at i onshi p wi t h endorret r i osi s 



I L- 1 beta, TI^F - al pha, and I L- 2 in peritoneal fluid and 
macrophage- condi t i oned media of women with endometriosis. 



Wiol e endometrial fragments 
'-"TBtriosis in a mesot hel i al c 

for the study of the histogenesis 



endorret r i osi s in a mesot hel i al cell co- cul t ure syst em 
;i s of endorret ri osi s. 



:i t es and serum f rom w 
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Effect of t urror necrosis fact or -alpha on adhesion of human endorret r i al 
stromal cells to peritoneal rresot hel i al cells: an in vitro system 
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Peritoneal f I ui d i nt er I euki n- 1 bet a and t urror necr osi s f act or inpatients 
wi t h beni gn gynecol ogi c di sease. 
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Release of t urror necrosis factor alpha by human peritoneal macrophages in 
response to toxic shock syndroms toxin-1. 
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peritoneal i nf I arrmat i on in endorret r i osi s -associated 
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ll y 2009 Di al og. Al I 



:s. reserv 

The effect of tumor necrosis factor on human sper m mot i I i t y 



factor in peritoneal fluid of woman undergoing 

i, 20, 28, 31 
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peritoneal fluid f r om asyrrpt orrat i 



Guer r a- I nf ant e F M FI or es- IVedi na S; Lopez- Hur t ado M Zanrora-Ruiz A; Sosa 
Gonzalez I E; Narcio Reyes ML; Vi I I agr ana- Zessat i R 

Depart arrent o de M crobi ol ogi a, Escuel a Naci onal de Q enci as Bi ol ogi cas, 
Instituto Politecnico Naci onal ( ENCB- I PN) , Msxi co, D. F. , Msxi co. 
f guerra@il qui rri a. encb. i pn. n* 

Archives of rredi cal r esear ch ( MEXI GO) Mar - Apr 1999, 30 (2) p138-43, 
I SSN 01 88- 4409- - Pr i nt Journal Code: 9312706 

Publ i shi ng Model Pr i nt 
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BACKGROUND: Tumor necrosis fact or -alpha (TNF- alpha) i s a cyt oki ne 
that can be found in the peritoneal fluid ( PF) of patients with 
endorret ri osi s and pel vi c i nf I arrrrat ory di sease ( PI D) as a response t o 
i nf I arrmat or y disorders and infections. The cytotoxic effect of this 
cytokine could be a factor participating in the pathology of various 
gynecological diseases, and could also be accountable for the high 
i rrrrunol ogi cal response and damage to t he t ubal epi t hel i um The obj ect i ve of 
this study was to establish the presence of TNF- al pha in asyrrpt orrat i c 
infertility and its associ at i on wi t h var i ous i sol at ed bact er i a. METHODS: 
Ten rri I I i I i t er s of PF wer e col I ect ed f r om each of 73 pat i ent s by rreans of 
laparoscopy and cultured in synthetic rredi um and IvtCoy cells for the 
isolation of aerobic and anaerobic bacteria, as well as for Chi arrydi a 
t rachomat i s. The activity of TNF- al pha was det er rri ned by rreans of a 
bi oassay using L- 929 cells. RESULTS: Forty-three percent of the PFs showed 
posi t i ve TNF- al pha act i vi t y , whi I e t he I apar oscopi c eval uat i on showed 
that 32 patients had Fallopian tube occlusion ( FTQ , 7 had 
endorret r i osi s, 30 had PI D, and 4 had m/orras and adhesions. TNF 
- al pha act i vi t y was f ound to be high in FTO pat i ent s ( p < 0. 05) . Posi t i ve 
cultures were found in 50.7% of patients; of these, 31. 5% had PI D ( p < 
0.05), and only 20. 5% of positive cultures were TNF- ai pha positive. 
Chi arrydi a trachomatis (16%) was the most frequently isolated bacteria in 
these patients. GCNCLUSI CNS: The detection of TNF- al pha could be 
usef ul in t he di agnosi s of act i ve i nf ect i ous and i nf I arrrrat or y di seases i n 
asyrrpt orrat i c i nf ert i I e pat i ent s. 

BACKGROUND: Tumor necrosis fact or -alpha ( TNF- al pha) is a cytokine 
that can be found in the peritoneal fluid ( PF) of patients with 
endorret r i osi s and pel vi c i nf I aimat or y di sease ( PI D) as a response t o 
i nf I arrmat or y disorders and infections. The cytotoxic... 

...to the tubal epithelium The objective of this study was to establish 
the presence of TNF - alpha in asyrrpt orrat i c infertility and its 
associ at i on wi t h var i ous i sol at ed bact er i a. METHODS: Ten rri I I i I i t er s of . . . 



isolation of aerobic and anaerobic bacteria, as well as for Chlamydia 
ichomatis. The activity of TNF- al pha was deter rri ned by rreans of a 
>assay using L- 929 cells. RESULTS: Forty-three percent of the PFs showed 
;i t i ve TNF- al pha act i vi t y, whi I e t he I apar oscopi c eval uat i on showed 
it 32 pat i ent s had Fal I opi an t ube occl usi on ( FTC) , 7 had 

Jtriosis, 30 had PI D, and 4 had nyomas and adhesions. TNF 

- al pha act i vi t y was f ound to be high in FTO pat i ent s ( p < 0. 05) . Posi t i ve 



was t he most 



10/614481 09/07/2006 



frequently isolated bacteria in these patients. OCNCLUSI CNS: The detection 
of Tr<F - alpha could be useful i n t he diagnosis of active infectious 
and i nf I arrrrat or y di seases i n asyrrpt orrat i c. . . 
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Role of cytokines in progression of endometriosis. 

Harada T; Enat su A; Mtsunari M Nagano Y; 1 1 o M Tsudo T; Tani guchi F; 
I wabe T; Tani kawa M Terakawa N 

Depart rrent of Obstetrics and Gynecology, Tot tori University School of 
Ivedi ci ne, Yonago, Japan, tasuku@rape.rred.tottori-u.ac.jp 

Gynecologic and obstetric investigation ( SW TZERLAND) 1999, 47 Suppl 
1 p34-9; di scussi on 39-40, I SSN 0378- 7346- - Pr i nt Journal Code: 7900587 
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Docurrent type: Journal Article 

Languages: ENGLISH 
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Peritoneal fluid in warren with endometriosis contains an increased 
nurrber of activated macrophages that secrete a variety of cytokines, 
including interleukin ( I L) - 6, I L- 8, vascular endothelial growth factor, and 
t urror necrosis fact or -alpha ( Tr<F- al pha) . Cytokines may be involved in 
the control of implantation and the growth of endometrial cells outside the 
uterus. In addition, several cytokines have been i rrpl i cat ed in or directly 
associated with angiogenic activity in endometriosis. There could be 
a r el at i onshi p bet ween t he I evel s of cyt oki nes i n t he per i t oneal fluid of 
patients with endometriosis and the status of the lesions in such 
patients. Peritoneal endometriosis can be classified as having red, 
black, or white lesions. Red lesions are known t o be an active form of 
earl y endomet ri osi s, because vascul ar i zat i on and m t ot i c act i vi t y are 
shown to be rrost prorrinent in these lesions. Ve found that the peritoneal 
fluid I evel s of Tr<F - al pha and I L- 8 wer e si gni f i cant I y hi gher i n 
patients with endometriosis, and correlated with the size and nurrber 
of active lesions. In addition, Tr<F- al pha and I L- 8 st i rail at ed t he 
growth of ectopic endorretrial stromal cells. These cytokines with 
angiogenic activity may therefore have significant roles in the 
pathogenesis of endometriosis. 

Role of cytokines in progression of endorret r i osi s 

Peritoneal fluid in woman with endorret r i osi s contains an increased 
nurrber of activated rracrophages that secrete a variety of cytokines, 
including interleukin (I L) - 6, IL-8, vascular endothelial growth factor, and 
t urror necrosis fact or -alpha (TNF- alpha). Cytokines may be involved in 
t he cont r ol of i rrpl ant at i on and t he gr owt h of endorret r i al . . . 

... In addition, several cytokines have been i rrpl i cat ed in or directly 
associated with angiogenic activity in endorret r i osi s. There could be 
a r el at i onshi p bet ween t he I evel s of cyt oki nes i n t he per i t oneal fluid of 
patients with endorret r i osi s and the status of the lesions in such 
patients. Peritoneal endorret r i osi s can be classified as having red, 
black, or white lesions. Red lesions are known to be an active form of 
earl y endorret ri osi s, because vascul ar i zat i on and rri t ot i c act i vi t y are 
shown t o be rrost pr orri nent i n t hese I esi ons. We f ound t hat t he per i t oneal 
f I ui d I evel s of Tr>F - al pha and I L- 8 were si gni f i cant I y hi gher i n 
patients with endometriosis, and correlated with the size and nurrber 
of act i ve I esi ons. I n addi t i on, Tr<F- al pha and IL-8 st i rrul at ed t he 
growth of ectopic endorretrial stromal cells. These cytokines with 
angiogenic activity may therefore have significant roles in the 
pathogenesis of endometriosis. 

Descriptors: * Cyt oki nes- - physi ol ogy- - PH; * Endorret r i osi s- - et i ol ogy 

- - ET; Cell D vi si on- - dr ug effects- -DE: Cyt oki nes- - rret abol i sm - ME; 
Cyt oki nes- - phar rracol ogy- - PD; Disease Progression; Endorret r i osi s 

- - rret abol i sm - ME; Endorret r i osi s- - pat hoi ogy- - PA; Endorret r i urn - - dr ug 
effects- -DE; Endorret r i urn- - rret abol i sm - ME; Extracellular Space- - rret abol i sm 
--ME; Humans; Interleukin... 
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I nt egr i n- rredi at ed adhesion of uterine endorretrial cells from 
endometriosis patients to extracellular matrix proteins is enhanced 
by t urror necr osi s f act or al pha ( Tr<F al pha) and i nt er I euki n- 1 ( I L- 1 ) . 
Si I I em M Prifti S; Manga B; Arslic T; Runnebaum B 

Depart rrent of Obstetrics and Gynaecology, Rupr echt - Kar I s- Uni ver si t aet , 
Heidelberg, Germany, gyn@ikd-wiesbaden.de 

European journal of obstetrics, gynecology, and reproductive biology ( 
IRELAND) Dec 1999, 87 (2) p123-7, I SSN 0301 - 21 15- - Pr i nt 
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OBJECTIVES: (1) to derronstrate specificity of integrin function in 
endorretrial cell adhesion; (2) to investigate their regulation by t urror 
necrosis factor al pha ( TNF al pha) and i nt er I euki n- 1 (IL-1); and ( 3) 
to detect differences between cells from patients with and without 
endorret ri osi s . STUDY DESIGN: Endorretrial cell cul t ures f rom t en 
patients with and 13 without endorret r i osi s wer e t est ed f or their 
expression of integrins al pha2bet a1 , al pha5bet a1 , al pha( v) bet a3, and 
al pha4bet a1 by i rrrrunocyt ocherri st r y and for their adhesion to collagen type 
IV, I arri ni n, and fibronectin. RESULTS: Integrin expression was independent 
of cytokine treatrrent. Addition of ant i integrin antibodies inhibited 
adhesi on. A si gni f i cant i ncrease i n adhesi on to I arri ni n and f i bronect i n was 
seen in endorret r i osi s after IL-1 treatrrent and additionally to 
collagen after TNF alpha. Cells from women without 
endorret r i osi s showed a significant increase only to fibronectin. 
CCNCLUSI CMS: Hunan endorret r i al cells express functional integrins in vitro. 
TNF alpha and IL-1 had rrore pronounced effects on adhesion in 
endorret r i osi s . Inflammatory cytokines i n t he peritoneal cavity may 
facilitate adhesion of retrogradely menstruated endorretrial fragments in 
endorret r i osi s. 

I nt egr i n- rredi at ed adhesion of uterine endorretrial cells from 
endorret r i osi s patients to extracellular matrix proteins is enhanced 
by t urror necr osi s f act or al pha ( TNF al pha) and i nt er I euki n- 1 (IL-1). 

... f unct i on in endorret r i al eel I adhesi on; (2) t o i nvest i gat e t hei r 
regulation by t urror necrosis factor alpha (TNF alpha) and 
i nt er I euki n- 1 (IL-1); and (3) to detect differences between cells from 
pat i ent s wi t h and wi t hout endorret r i osi s. STUDY DESI GN: Endorret r i al 
cell cultures from ten pat i ent s wi t h and 13 without endorret r i osi s 
were tested for their expression of integrins al pha2bet a1 , al pha5bet a1 , 
al pha( v) bet a3, and al pha4bet a1 by... 

. . . ant i bodi es i nhi bi t ed adhesi on. A si gni f i cant i ncrease i n adhesi on t o 
I am ni n and fibronectin was seen in endorret r i osi s after IL-1 
treatrrent and additionally t o col I agen af t er TNF al pha. Cells from 
worren without endorret r i osi s showed a si gni f i cant i ncrease onl y t o 
fibronectin. CCNCLUSI CNS: Human endorretrial cells express functional 
i nt egr i ns in vitro. TNF al pha and I L- 1 had rror e pr onounced ef f ect s on 
adhesion in endorret r i osi s. I nf I arrrrat or y cytokines i n t he peritoneal 
cavity may facilitate adhesion of retrogradely rrenst r uat ed endorretrial 
fragments in endorret r i osi S . 

Descr i pt or s : * Endorret r i osi s - - pat hoi ogy- - PA: * Endorret r i urn- - pat hoi ogy 

- - PA; * Ext racel I ul ar Matrix Prot ei ns- - physi ol ogy- - PH; "Integrins 

- - physi ol ogy- - PH; * I nt er I euki n- 1 . . . 

; Adult; Cell Death- -drug effects- -DE; Endorret r i osi s- - et i ol ogy- - ET; 
Humans 
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IL-1 beta, TNF - al pha, and I L- 2 in peritoneal f I ui 
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Keenan J A; Chen T T; Chadwel I N L; Torry D S; Caudl e M R 
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PROBLEM The presence of various cytokines in human peritoneal fluid has 
been incompletely evaluated. Changes in cytokine levels may be related to 
the devel oprrent of endorret r i osi s , infertility, and act i vat i on of 
peritoneal macrophages. This study assesses levels of IL-1 beta, I L- 2 and 
TNF - al pha i n per i t oneal fluid and rracr ophage condi t i oned rredi a of 
worren wi t h endorret r i osi s. METHOD: Peritoneal f I ui d was col I ect ed f rom 
51 worren at the t i rre of diagnostic or operative I aparoscopy for benign 
gynecologic disease. Peritoneal macrophages were isolated, cultured for 24 
h, and the culture rredi a collected. IL-1 beta, I L- 2, and TNF- alpha 
levels were det er rri ned by corrrrercial ELI SA kits. RESULTS: The mean 
concent r at i on of IL-1 bet a and TNF- al pha was si gni f i cant I y hi gher i n 
rracr ophage conditioned rredi a of patients with endorret r i osi s (P< 
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0.02). However, there were no significant changes in peritoneal f I ui 
cytokine levels. Peritoneal macrophage concentrations were also higher i 
patients with endometriosis . OCNCLUSI CN: This study supports the 
concept that endorret r i osi s is associated with activation of 
peritoneal rracr ophages , and a higher concentration of these cells. Thi 
activation is reflected by the increased levels of cytokines found i 
rracr ophage conditioned rredi a. The absence of significant changes ; 
per i t oneal fluid -■ ' ' ' - : ' ' • . • . . 

derangerrent s are 
endorret r i osi s. 

I L- 1 beta, TNF - al pha, and I L- 2 in peritoneal fluid and 
rracr ophage- condi t i oned rredi a of worren with endorret r i osi s. 

... has been i ncorrpl et el y evaluated. Changes in cytokine levels may be 
related to the devel oprrent of endorret r i osi s , infertility, and 
activation of peritoneal rracr ophages . This study assesses levels of I L- 1 
beta, IL-2 and TN 7 - alpha in peritoneal fluid and macrophage 
conditioned rredi a of worren with endorret r i osi s . IvETHCD: Peritoneal 
f I ui d was col I ect ed f rom 51 worren at t he t i rre of di agnost i c or operat i ve. . . 

...cultured for 24 h, and the culture rredi a collected. I L- 1 beta, IL-2, and 
TNF - alpha levels were det er rri ned by corrrrercial ELI SA kits. RESULTS: 
The rrean concent rat i on of I L- 1 bet a and TbF- al pha was si gni f i cant I y 
higher in rracr ophage conditioned rredi a of patients with endortet r i osi s 
(P < 0. 02) . However, there were no significant changes in peritoneal fluid 
cytokine levels. Peritoneal macrophage concentrations were also higher in 
patients with endorret r i osi s . OCNCLUSI CN: This study supports the 
concept t hat endorret r i osi s is associ at ed wi t h act i vat i on of 
peritoneal rracr ophages , and a higher concentration of these cells. This... 

... to indicate that the above der angerrent s are not responsible for the 
devel oprrent or progression of endorret r i osi s. 
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This paper has discussed the evidence for the presence of infertility in 
patients with endorret r i osi s and rrore critically reviewed sorre of the 
studies that have addressed the i rrpact of various potential local 
peritoneal rrechani srrs that may lead to subf er t i I i t y . Substantial evidence 
supports the notion that patients with endorret r i osi s have reduced 
f ecundabi I i t y. Although several rrechani sms, including, e.g., anat orri c 
factors and ovulatory dysfunction, are possible, recent studies have 
pointed towards local i nf I arrrrat or y cells and t hei r secretory products as 
being important rredi at or s of subf er t i I i t y . Arrpl e evidence exists for the 
presence of an altered peritoneal i nf I arrrrat or y environment in patients with 
endorret r i osi s In addition, in vitro studies have identified 
peritoneal rracr ophages and their secretory products, specifically Tr<F 
- al pha as t he rrost likely cont r i but or s to t he r educed f ecundabi I i t y t hr ough 
effects on sper m f unct i on. 

Role of peritoneal i nf I amnat i on in endorret r i osi s -associated 

This paper has discussed the evidence for the presence of infertility in 
patients with endorret r i osi s and rrore critically reviewed sorre of the 
studies that have addressed the impact of various... 

... peritoneal rrechani srrs that may lead to subf ert i I i t y. Substantial 
evidence supports the notion that patients with endorret r i osi s have 
reduced f ecundabi I i t y. Although several rrechani sms, including, e.g., 
anat orri c factors and ovulatory dysfunction, are... 
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in vitro studies have identified peritoneal macrophages and t hei r secretory 
pr oduct s, speci f i cal I y Tr<F- al pha as t he most I i kel y cont r i but or s t o 
the reduced f ecundabi I i t y through effects on sper m f unct i on. 
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The level of turror necrosis factor ( Tr-F) in peritoneal fluid ( PF- 
Tr<F ) of 74 worren undergoing laparoscopy was determined. The 
difference between the rrean concentration of PF-TNF of worren with 
normal pelvic anatomy and worren with moderate or severe endorret r i osi s 
was significant (P less than 0.01). The proportion of PF- TNF 
-positive worren with PI D and those with moderate or severe 
endorret r i osi s was also significantly higher when corrpared to worren 
with normal pelvic anat orry (P less than 0.05: P less than 0.02). The 
proport i on of PF- Tr<F posi t i ve worren among nul I i gravi d and nul I i parous 
worren was significantly higher than that of worren with t wo or more 
pr egnanci es ( P I ess t han 0. 01) and t wo or mor e del i ver i es ( P I ess t han 
0.005). These results indicate that the presence of PF- Tf>F is 
associ at ed wi t h pr i mar y i nf er t i I i t y and endorret r i osi s. 

The level of tumor necrosis factor (TIF) in peritoneal fluid ( PF- 
Tf>F ) of 74 worren undergoing laparoscopy was deter rrined. The 
difference between the rrean concentration of PF-TNFof worren with 
normal pelvic anat orry and worren with moderate or severe endorret r i osi s 
was significant (P less than 0.01). The proportion of PF-TTF 
-positive worren with PI D and those with moderate or severe 

i osi s was also significantly higher when corrpared to worren 

normal pelvic anat orry (P less than 0.05; P I ess than 0.02). The 
proportion of PF- Tr<F positive woman among nul I i gravid and nul I i parous 
worren was significantly higher than that of woman with... 

... more deliveries (P I ess t han 0. 005) . These r esul t s i ndi cat e t hat the 
presence of PF- Tr*F is associated with primary infertility and 
endorret r i osi s. 
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BACKGROUND: Endorret r i osi s is associ at ed wi t h an I nf I arrmat or y 
response. Hence infliximab , an ant i - TNF- al pha rronocl onal antibody, 
night relieve pain. METHODS: A random zed pi acebo- cont r ol I ed t r i al was 
designed with 21 worren with severe pain and a rectovaginal nodule of at 
least 1 cm After 1 rront h of observation, three infusions of 
infliximab (5 rrg/ kg) or placebo were given. Surgery was perforrred 3 
rront hs later and follow-up continued for 6 months. The primary end- poi nt 
was pain ( dysrrenor r hea, deep dyspareunia and non- rrenst r ual pain) rated at 
each vi sit by t he cl i ni ci an and on a dai I y basi s by t he pat i ent who i n 
addition scored pain by visual analog pain scale and analgesia intake. 
Secondary end- poi nt s included the volume of the endorret r i ot i c nodule, 
pelvic tenderness and the visual appearance of endorret r i ot i c lesions at 
laparoscopy. RESULTS: Pain severity decreased during the treatment by 30% 
in bot h the pi acebo ( P < 0. 001 ) and i nf I i xi trab gr oups ( P < 0. 001 ) . 
However, no effect of infliximab was observed for any of the outcome 
rreasures. After surgery, pain scores decreased in both groups to less than 
20% of the initial value. OCNCLUSI CNS: I nf I i xi rrab appear s not to 
affect pain associated with deep endotTBt r i osi s . Treatment is 
associated wi t h an important placebo effect. After surgery, pain decreases 
to less than 20% Trials registration nurrber OinicalTrials.gov: 
NCT00604864. 
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Turrour necrosis factor (TNF) I i gand rrerrbers and their associated TNF 
receptor ( TNFR) super f arri I i es have many diverse physiological roles. TNF is 
thought to play a critical role in the pathophysiology of a range of 
diseases including refractory ast hrra, sepsis, ankylosing spondylitis, 
lupus, type II diabetes, rrul t i pi e sclerosis and psoriasis. The recent 
continued expansion of the novel ant i - TNF therapeutic agents ( 
etanercept and i nf I i xi rrab) has seen rraj or i rrpr overrent s i n t he 
treatrrent of sorre i nf I arrrrat or y- based human diseases including notably 
rheumatoid arthritis and Crohn's disease, wth other conditions currently 
being t r i al I ed using ant i - TNF agents. The cellular signalling machinery 
used by TNFRs to achieve their many cellular responses are discussed, as is 
the gonadot r ophi n- r el easi ng hor rrone (GnRH) receptor signalling rrechani srrs. 
TNF is known to have many actions throughout the body including effects on 
the hypot hal arri c- pi t ui t ary- adrenal / gonadal axes, with many 

ant i - gonadot r ophi c effects including a role in the devel oprrent of 
endorret r i osi s . These interactions between TNF, GnRH and gonadotrophs 
are di scussed. 
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Several studies have shown that turrour necrosis factor ( TNF) - al pha levels 
are increased in the peritoneal fluid of worren with endorret r i osi s, 
with correlation between TNF- al pha concentrations and the degree of 
disease. It i s al so I i kel y t hat elevation of peritoneal fluids' TNF- al pha 

1 evel s may pi ay a r ol e in t he pat hogenesi s of i nf ert i I i t y associ at ed wi t h 
endorret r i osi s. Use of drugs such as etanercept, a TNF- al pha 

r ecept or i rrrrunogl obul in f usi on pr ot ei n whi ch i nhi bi t s TNF- al pha act i vi t y , 
showed in an ani rral study to reduce the severity of the disease, and the 
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size of endorret r i ot i c foci. TNF- al pha blockers were r ecorrrrended as a 
possible new line of therapy for endorret r i osi s. Cur case i nvol ved a 
35- year -old Para 0, with rheumatic arthritis and stage 4 
endorret r i osi s. After 6 years of constant use of etanercept, she 
showed no i rrpr overrent of endorret r i osi s as demonstrated at 
laparoscopy. However, she underwent a successful I VF after the first 
at t errpt . TNF- al pha- bl ocker rredi cat i ons rri ght not be benef i ci al f or pat i ent s 
with advanced endorret r i osi s . However, we cannot exclude the possible 
effect of these rredi cat i ons on early- stage endorret r i osi s, and further 
study is required. Sorre of the i rrrrunol ogi c abnormalities i n t he pelvis of 
patients with endorret r i osi s could be the consequence of the disease 
and not the cause, and possibly suppression of i rrrrune cells and their 
products may not have a major effect on endorret r i ot i c lesions at an 
advanced stage. This also could explain why suppression of TNF- al pha showed 
no effect on infertility. However, use of TNF- al pha- bl ocker s before I VF 
night increase the success rate in advanced endorret r i osi s. 
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Infliximab may reverse the toxic effects induced by t urror necrosis 
factor alpha in human spermatozoa: an in vitro rrodel . 
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OBJECTIVE: To exam ne the toxic effects of t urror necrosis factor alpha 
( TNF- al pha) on ejaculated spermatozoa and evaluate the ability of 
i nf I i xi rrab to reverse these effects. DESIGN: Prospective controlled 
study. SETTING Ci evel and Ci i ni c Foundat i on. Cleveland. Chi o. PATI ENT( S) : 
Thirty-one healthy sperm donors. I NTERVENTI CN( S) : Exposure of human 
spermatozoa to varying concentrations of TNF- al pha ( 100, 300, 400, 500 
pg/ rrL, and 2.5 rricrog/rrL) and i nf I i xi rrab (400 rri crog/ rrL) . MM N 
OUTCOME IVEASURE( S) : Sperm mat i I i t y, functional integrity of plasma 
rrerrtirane, and DMA f r agrrent at i on. RESULT( S) : Sper mat ozoa qual i t y declined 
f ol I owi ng i ncubat i on wi t h TNF- al pha i n a dose- dependent and t i rre- dependent 
manner. Sperm mat i I i t y and rrerrbrane integrity were higher in the sarrpl es 
i ncubat ed wi t h TNF- al pha pi us i nf I i xi rrab t han i n t he sarrpl es t r eat ed 
with TNF- al pha only. These par arret ers irrproved significantly and were 
corrparable with both controls and sper m i ncubat ed wi t h i nf I i xi rrab 



I y, the percentage of sper mat ozoa wi t h DNAfragmE 
i rrpr oved si gni f i cant I y f ol I owi ng i ncubat i on wi t h TNF- al pha pi us 
infliximab and again was corrparable with both controls and sperm 
incubated with i nf I i xi rrab alone. OGNCLUSI GN( S) : Spermatozoa may be 
exposed to abnor rral levels of TNF- al pha in the male r epr oduct i ve t r act or 
during their passage into the female reproductive tract (in cases of 
endorret r i osi s ). Exposing sper mat ozoa t o pathological concentrations 
of TNF- alpha can result in significant loss of their functional and genorri c 
i ni egr ity. I nf I i xi rrab coul d pot ent i al I y be used t o hel p t real f erral e 
infertility caused by endorret r i osi s in t hose wi t h el evat ed I evel s of 
TNF- al pha i n t hei r per i t oneal fluid. 
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OBJECTIVE: To det er rri ne the efficacy of ant i -tumor necrosis factor 
therapy (etanercept) for treating endorret r i osi s in baboons. 



10/614481 09/07/2006 



DESIGN: A r andorri zed, pi acebo- cont r ol I ed, blinded study using the baboon 
endometriosis rrodel . SETTING Southwest National Pr i mat e Resear ch 
Center. ANI IVAL( S) : Twelve female baboons with spontaneous peritoneal 
endometriosis. I NTERVENTI CN( S) : Etanercept ( n = 8) or sterile 
water (n = 4) was adrri ni st er ed subcut aneousl y three times per week. MM N 
CUTCCME MEASURE( S) : After 8 weeks, the nurrber, color, and surface area of 
peritoneal lesions was evaluated. Revised Amsrican Society for Reproductive 
Ivedi ci ne st agi ng was used. RESULT( S) : A st at i st i cal I y si gni f i cant decrease 
in red I esi on surf ace area in t he t reat rrent group was observed. A t rend 
toward a decrease i n t he absolute nurrber of red lesions was noted i n t he 
treatrrent group. Wii t e and black lesion number and total surface area 
slightly increased in both groups but failed to achieve statistical 
significance. Endometriosis was diagnosed in 60% of captive- born 
baboons with primary infertility. OCNCLUSI CN( S) : These results indicate 
that etanercept effectively reduces the amount of spontaneously 
occurring active endometriosis i n t he baboon. 
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Endometriosis is a corrrran gynaecological disorder causing pain, 
infertility, and errot i onal distress. Evidence presented here suggests that 
abnormal production of t urrour necrosis f act or - al pha ( TNF- al pha) is required 
for the est abl i shrrent and rrai nt enance of endometriosis and also is 
responsible for the associated infertility through its effect on sperm 
rrot i I i t y and function and oocyte devel oprrent . Infliximab, which 
blocks TNF- alpha function, could be used in the treatrrent of 
endomBt r i osi s to reverse the above effects. 
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CBJECTIVE: To det er rri ne the effect of autologous peritoneal fluid and 
-alpha ( TNF- al pha) on proliferation of endometr' ' 



cells from worren with endorret r i osi s . DESIGN: Endorret r 
eutopic and ectopic endorret ri urn were cultured in vitro with peritoneal 
fluids or recombinant TNF- al pha for 72 hours before DNa synthesis 
det er rri nat i on by 3H- 1 hy rri di ne I abel i ng and I i qui d sci nt i I I at i on count i ng. 
SETTING An institute for the study and treatrrent of endorret r i osi s 
and uni versi t y- based research laboratories. PATI ENT( S) : Thi rt y- f i ve worren 
with endometriosis and 17 controls without endorret r i osi s . MM N 
OUTCCME MEASURE(S): I n vi t r o i ncor por at i on of 3H- 1 hyrri di ne i n endorret r i al 
cells was exam ned. RESULT( S) : Peritoneal fluid from worren with 
endometriosis enhanced proliferation of autologous and heterologous 
endorret rial cell cultures from worren with endometriosis. The soluble 
TNF- receptor etanercept blocked the ability of peritoneal fluid from 
worren with endometriosis to enhance proliferation of eutopic or 
ectopic endorret rial cells. Recorrbi nant TNF- al pha also enhanced 
proliferation of eutopic and ectopic endometrial cells from worren with 
endometriosis. In contrast, autologous peritoneal fluid, heterologous 
peritoneal fluid from worren with endometriosis , and recorrbi nant 
TNF- al pha failed to enhance, and often inhibited, the proliferation of 
eutopic endorret rial cells from controls without endorret r i osi s . 
CCNCLUSI CN( S) : Endorret r i al cells f r om worren wi t h endorret r i osi s can 
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ut i I i ze f act or s in per i t oneal f I ui ds, such as TNF- al pha, to f aci I i t at e 
proliferation in ectopic envi r onrrent s. Endorret r i al cells from warren without 
endorret r i osi s do not share this ability, suggesting that this 
abnor rral i t y is et i ol ogi cal I y r el at ed to devel oprrent of t he di sease. Ther apy 
with agents that block the effects of TNF- al pha may be warranted. 
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I nrninex has developed and launched et anercept , a soluble TNF 
receptor ( TNFR) fusion protein, for t he t r eat rrent of r heurrat oi d ar t hr i t i s 
( RA) . It has also been developed for various TNF- medi at ed conditions such 
as congestive heart failure, endorret r i osi s and mil t i pi e sclerosis. 
Et anercept has been launched as a second- 1 i ne agent in the US f or the 
treat rrent of rroder at e- 1 o- sever e RA and can be used in conjunction with 
rret hot r exat e in patients unresponsive to net hot r exat e al one. It i s al so 
available in the EU. In 2000, it was in phase III trials for psoriatic 
art hr i t i s and an NDA f i I i ng f or t hi s i ndi cat i on was expect ed f or t he f i r st 
half of 2001. In July 2001, t he sBLA was f i I ed. and i n Sept enter 2001 , the 
FDA granted the sBLA Priority Review status. As of January 2001, 
et anercept was in phase III trials for congestive heart failure, with 
sNDA filing expected in 2002; however, by March 2001. these had been 
halted, as i t did not appear that statistical si gni f i cance woul d be reached 
for the efficacy endpoints. Further data analysis was being undertaken at 
this t i rre, bef or e a f i nal deci si on was t aken. I n Apr i I 2001 , Iver r i I I Lynch 
reported that devel oprrent for this indication was to be halted. Sales for 
t he drugs f i rst f ul I quart er on t he mar ket in 1999 were US $59. 7 rri I I i on. 
By Noverrber 1999 the drug had made sales of US$500 m I I i on; I nrninex 
expected the dr ug t o generate over US$2 billion in annual sales by 2004. 
In Sept errber 2000, rvbrrill Lynch reported that if sales of the drug 
continued at the present rate then it is likely that demand would 
t errpor ar i I y out st r i p suppl y in 2001 . Resol ut i on of the suppl y i ssue was 
expected by 2002. Also in Sept errber 2000. Iver r i I I Lynch I ower ed t hei r 
estimate of sales in 2001 from US $1 bi I I i on t o $927 rri I I i on. I n t he 
long-terrn IVer r i I I Lynch believed that the drug has the potential to exceed 
US $5 billion i n sal es i n t he US. In April 2001, Ivferrill Lynch pr edi ct ed 
that et anercept prescribed for RA woul d generate sales of US$71 in 
2002 rising to US$600 rri I I i on in 2005. In Get ober 2001, Ivbrgani Stanley 
reported that Enbrel continues to be the primary source of revenue of 
I rrrrunex ( US $198. 1 rri I I i on) . It was al so r epor t ed t hat if I aunched f or CHF, 
an est i mat ed peak year revenue was likely t o be US$500 rri I I i on. The 
company rrai nt ai ns a website containing additional information about 
et anercept at http://www.enbrelinfo.com 

? s (et anercept or i nf I i xi rrab or enbrel) and (conception or pregnancy or ovul 
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[ Ant i - TNF biologies in the treatrrent of chronic i nf I arrrrat or y bowel 
di sease] 

Ant i - TNF- Bi ol ogi ka in der Therapie chr oni sch- ent zundl i cher 

Darrrerkrankungen. 



A case of planned pregnancy with an interruption in 
infliximab adrri ni st rat i on in a 27- year -old female patient with 
r heumat oi d- f act or - posi t i ve polyarthritis juvenile idiopathic arthritis 
which i rrproved after restarting infliximab and rret hot rexat e. 
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Appropriate treat rrent for Crohn's disease: rret hodol ogy and surrrrary 
results of a rrul 1 i di sci pi i nary international expert panel appr oach- - EPACT. 



8/ Tl / 33 

Dl ALCG( R) Fi I e 155: (c) format onl y 2009 Di al og. All rts. reserv. 
Safety of etanercept in psoriasis: a critical review. 



ll y 2009 D al og. Al I 
ed?] 



format only 2009 Dialog. All 



mat only 2009 Dialog. All rts. 
- al pha i nhi bi t i on and VATER a 



8/ Tl / 37 

Dl ALOG( R) Fi I e 155: (c) f or mat onl y 2009 Di al og. All rts. reserv. 

European evidence based consensus on the diagnosis and rranagerrent of 
Crohn's disease: current rranagerrent. 



8/ Tl / 38 



10/614481 09/07/2006 

Dl ALOG( R) Fi I e 155: (c) f or mat onl y 2009 D al og. All rts. reserv. 
To be or not to be: infliximab during pregnancy? 



Current concepts i n t he etiology and treatrrent of Behcet disease. 



; f act or al pha and use of i nf I i xi rrab. Saf et y dur i 



[Four -year observation of etanercept therapy for rheumatoid 
hritis in a single Gerrran center] 

sr cept behandl ung bei r heurrat oi der Art hr i t i s- - rronozent r i sche 



Langzei t beobacht ung uber vi er Jahre. 



Adal i rrurrab use i n pregnancy. 



Pregnancy and i nf I arrrrat or y bowel disease. 



8/ Tl / 50 

Dl ALOG( R) Fi I e 155: (c) f or mat onl y 2009 Di al og. All rts. reserv. 



10/614481 09/07/2006 



[ I nf I i xi rrab in the t r eat rrent of Cr ohn' s di sease - - a pr act i cal 
approach. Infliximab and chronic Crohn's di sease- - Consensus st at errent 
of the Wirking Group on Chronic I nf I arrrrat or y Crohn's D seases of the CQ3H] 
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The use of disease modifying ant i r heurrat i c drugs in women with rheumatoid 
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The use of etanercept and other t urror necrosis fact or -alpha 
bl ockers in i nf ert i I i t y: it's t i rre to get seri ous. 

Descriptors: * I rrrrunogl obul i n G - 1 her apeut i c use--TU; * I nf ert i I i t y, Female 
--drug therapy--DT; 'Pregnancy Cut corre; "Receptors, Turror Necrosis 
Fact or- -t her apeut i c use--TU; 'Turror Necrosis Fact or - al pha- - ant agoni st s and 
i nhi bi t ors. . . 

; Adult; Hurrans; I rrrrunogl obul i n G-adverse effects--AE; Infertility, Female 
- - di agnosi s- - DI ; Pregnancy; Pregnancy, H gh- R sk : Fa sk 
Assessment ; Treatment Cut corre; Turror Necrosis Fact or - al pha- - 1 her apeut i c use 
--TU 



Successful ovulation induction, conception , and normal 
delivery after chronic therapy with etanercept: a recorrbi nant fusion 
ant i - cyt oki ne t r eat rrent f or r heurrat oi d ar t hr i t i s. 

Etanercept (Enbrel ; Vtyet h- Ayer st / 1 rmunex I nc, Seattle, V\A, 
USA) is a subcut aneousl y administered novel fusion protein consisting of 
the extracellular I i gand- bi ndi ng domain of t he 75 kD r ecept or for turror 
: - TNFal pha) and the Fc portion of human IgGI. The 
pi asm d transfection of a Chinese hamster ovary 
cell line, utilizing recorrbi nant DNA technology. Banercept was 
approved by the US FDA f or treat rrent of mil ti -drug resistant rheumatoid 
arthritis in 1998, but no human data exist regarding the impact of 
ant i - TNFal pha therapy on human reproductive function or its use before 
ovul at i on i nduct i on. As TNFal pha pot ent i at es col I agenol ysi s vi a 
mat r i x rret al I opr ot ei nase gene expression (thereby facilitating 
ovul at i on ) , t her e exi st s a t heor et i cal r i sk t hat TNFal pha- i nhi bi t i on 
could exert an undesirable effect on ovulation and pregnancy. 
In this report, we descr i be t he f i r st case of ovul at i on i nduct i on, 
intrauterine insemination, normal pregnancy and singleton delivery of 
a healthy infant following chronic ( > 1 year) pr e- ovul at or y 
TNFal pha- i nhi bi t or therapy for r heurrat oi d arthritis. Reproductive 
endocrinologists and obst et r i ci an- gynecol ogi st s should be f am I i ar with 
etanercept therapy in the context of severe rheumatic disease, and 
offer appropriate reassurance regarding its safe use for infertility 
pat i ent s pi anni ng ovul at i on i nduct i on. 

Successful ovulation induction, conception , and normal 
delivery after chronic therapy with etanercept: a recorrbi nant fusion 
ant i - cyt oki ne t r eat rrent f or r heurrat oi d ar t hr i t i s. 

Etanercept (Enbrel ; Vtyet h- Ayer st / 1 nrninex I nc, Seattle, W\, 
USA) is a subcut aneousl y administered novel fusion protein consisting... 
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... synthesized by pi asm d transfection of a Chinese hamster ovary cell 

line, utilizing recombinant DNA t echnol ogy. Etanercept was approved 

by t he US FDA f or t r eat rrent of rail t i - dr ug r esi st ant r heurrat oi d art hr i t i s in 

... regarding the i rrpact of ant i - TNFal pha t her apy on human reproductive 

function or its use before ovulation induction. As TNFal pha 

potentiates col I agenol ysi s via mat r i x mat al I opr ot ei nase gene expr essi on 

( t her eby f aci I i t at i ng ovul at i on ) , t her e exi st s a t heor et i cal r i sk 

that TNFal pha- i nhi bi t i on could exert an undesirable effect on 

ovulation and pregnancy. In this report, we describe the first 

case of ovulation induction, intrauterine i nserri nat i on, nor rral 

pregnancy and singleton delivery of a healthy infant following 

chronic ( > 1 year) pr e- ovul at or y TNFal pha- i nhi bi t or therapy for rheumatoid 

arthritis. Reproductive endocrinologists and obst et r i ci an- gynecol ogi st s 

should be f arri I i ar wi t h etanercept therapy i n t he context of severe 

r heurrat ic disease, and offer appropriate reassurance regarding its safe use 

f or i nf ert i I i t y pat i ent s pi anni ng ovul at i on i nduct i on. 

Descriptors: * Ant i r heurrat i c Agent s- - 1 her apeut i c use- - TU; "Arthritis, 
Rheurrat oi d- - dr ug therapy--DT; * I rrrrunogl obul i n G - 1 her apeut i c use- - TU; * 
Ovulation Induction; "Pregnancy Corrpl i cat i ons- - dr ug t her apy- - DT 
; "Receptors, Turror Necrosis Fact or -- 1 her apeut i c use- - TU; "Tumor Necrosis 
Fact or - al pha. . . 

; Adult; Arthritis, Flheurrat oi d- - physi opat hoi ogy- - PP; Humans; Infant, 
Newborn; Pregnancy 
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) (ant i -t urror necrosi s 

Pregnancy and exposure to infliximab (ant i -turror necrosis 
f act or - al pha rronocl onal ant i body) . 

Descriptors: "Antibodies, IVbnocI onal -- 1 her apeut i c use- - TU; "Crohn Disease 
--drug t her apy- - DT; "Gastrointestinal Agent s- - 1 her apeut i c use- - TU; 
Pregnancy Corrpl i cat i ons- - dr ug t her apy- - DT; "Pregnancy Cut corns: 
"Prenatal Exposure Delayed Effects; Adult; Hurrans: Pregnancy 

Cherri cal Narre: Antibodies, Monoclonal; Gastrointestinal Agents; 
i nf I i xi rrab 



Adal i rrurrab use 
Adal i rrurrab 



pregnancy. 



n pregnancy. 

Antibodies, IVbnocI onal -- 1 her apeut i c use--TU; "Crohn Disease 
--drug therapy--DT; "Gastrointestinal Agent s- - 1 her apeut i c use- - TU; 
Pregnancy Corrpl i cat i ons- - dr ug therapy--DT; Adult; Drug Resistance; 
Hurrans; Pregnancy; Pregnancy Cut corns 

Cherri cal Narre: Antibodies, IVbnocI onal ; Gastrointestinal Agents; 
adal i rrurrab; i nf I i xi rrab 
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Turrour necrosis factor alpha and use of i nf I i xi rrab Safety during 
pregnancy. 

QUESTI CN: A 27- year - ol d patient of rri ne wi t h rheumatoid arthritis haj 
been t reat ed wi t h i nf I i xi rrab f or t he I ast 5 years. She i s pi anni ng 
her first pregnancy. How should I advise her regarding use of 
infliximab during pregnancy, bearing in rri nd that 
infliximab substantially irrproved her rredi cal condition? ANSV\ER: 
Infliximab ( Rem cade) has not been tested in pregnant animals because 
it does not interact with non- human turrour necrosis factor ( TNF) alpha. 
Several case reports describing warren who used i nf I i xi rrab during 
pregnancy do not suggest a strong association with adverse 
pregnancy outcorres. Ivbre studies are required to deter rri ne 
infliximab's safety during pregnancy. 

Turrour necrosis factor alpha and use of i nf I i xi rrab Safety during 
pregnancy. 

QUESTI CN: A 27- year - ol d patient of rri ne wi t h rheumatoid arthritis has 
been t reat ed wi t h i nf I i xi rrab f or t he I ast 5 years. She i s pi anni ng 
her first pregnancy. How should I advise her regarding use of 
infliximab during pregnancy, bearing in rri nd that 
infliximab substantially irrproved her rredi cal condition? ANSWER: 
Infliximab ( Rem cade) has not been tested in pregnant animals because 
it does not interact with non- human turrour necrosis factor (TNF) alpha. 
Several case reports describing worren vrfio used infliximab during 
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pregnancy do not suggest a strong association with adverse 
pregnancy outcorres. Ivbre studies are required to deter rrine 
infliximab's safety during pregnancy. 

; Adult; Antibodies, Ivbnocl onal -- adver se effects--AE; Ant i r heurrat i c 
Agent s- - adverse effects--AE; Hurrans; Pregnancy; Tumor Necrosis 
Fact or - al pha- - i rrrrunol ogy- - I M 

Cherri cal Narre: Antibodies, Ivbnocl onal ; Antirheumatic Agents; Turror 
Necrosis Fact or - al pha; infliximab 
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Pregnancy in r heurrat ol ogy patients exposed to anti-turrour necrosis 
factor ( TNF) - al pha therapy. 

OBJECTIVES: Anti-turrour necrosis factor ( TNF) - al pha therapies are 
considered category B drugs for pregnancy . Although sometimes 
prescribed to worren of reproductive age, data in hurrans are I i rri t ed with 
regard to safety for a developing fetus. The objectives of the present 
article are to report experience of ant i - TNF- al pha use in pregnancy, 
and review the international literature. IvETHCDS: Si nee 1999 t he pr esent 
authors have used ant i - TNF- al pha (infliximab, etanercept , 
adal i rrurrab) to treat patients with various chronic rheumatic conditions. 
A I pat i ent s wer e pr ospect i vel y f ol I owed dur i ng their t r eat ment t i me and 
data were syst errat i cal I y collected. FESULTS: In a group of 442 patients 
treated with ant i - TNF, three woman with RA unexpect edl y became pregnant Che 
treated with etanercept chose a therapeutic term nation at two and a 
half rronths, despite of any ultrasound anorral y, and satisfactory fetal 
growth. The other two patients (one with adal i rrurrab exposure and one with 
etanercept exposure) delivered healthy infants. The following 
perinatal corrpl i cat i ons were observed: prematurity, neonatal jaundice, 
neonatal urinary Escherichia col i infection and adrenal congenital 
hyperplasia of probable hereditary origin. GCNCLUSI CMS: To date, there is 
no evidence that TNF- al pha antagonists are associated with embryo toxicity, 
teratogenicity or increased pregnancy loss. However, caution should 
be taken when ant i - TNF agents are used during pregnancy, as human 
experience is still extrerrely I i rri t ed, particularly in patients with 
rheumatic diseases among whom there are several alarm ng reports. The 
potential risk should be balanced against the known risks associated with 
DVARDs and steroid therapy. Large r egi st r i es wi I I be necessary before firm 
conclusions can be drawn. 

Pregnancy in r heurrat ol ogy patients exposed to anti-turrour necrosis 
factor ( TNF) - al pha therapy. 

OBJECTIVES: Anti-turrour necrosis factor ( TNF) - al pha therapies are 
considered category B drugs for pregnancy . Although sorret i rres 
prescribed to worren of reproductive age, data in humans are I i rri t ed with 
regard. 

objectives of the present article are to report experience of 
ant i - TNF- al pha use in pregnancy , and review the international 
literature. IVETHCDS: Since 1999 the present authors have used 
ant i - TNF- al pha ( i nf I i xi rrab, etanercept , adal i rrurrab) to treat 
patients with various chronic r heurrat ic conditions. All patients were 
pr ospect i vel y f ol I owed dur i ng. . . 

. . . pat i ent s t r eat ed wi t h ant i - TNF, t hr ee worren wi t h FiA unexpect edl y becarre 

pr egnant Che t r eat ed wi t h et aner cept chose a t her apeut i c t er rri nat i on 

at two and a half rronths, despite of any ultrasound anomaly, and 

satisfactory fetal growth. The other two patients (one with adal i rrurrab 

exposure and one with etanercept exposure) delivered healthy infants. 

The following perinatal corrpl i cat i ons were observed: prematurity, neonatal 

jaundice, neonatal urinary... 

...is no evidence that TNF- al pha antagonists are associated with errbryo 
toxicity, teratogenicity or increased pregnancy loss. However, 
caution should be taken when ant i - TNF agents are used during 
pregnancy , as human experience is still extrerrely I i rri t ed, 
par t i cul ar I y in pat i ent s wi t h r heurrat i c di seases arrong whom . . 

Descriptors: * Ant i r heurrat i c Agent s- - adver se effects--AE; "Arthritis, 
Rheurrat oi d- - dr ug therapy--DT; "Pregnancy Corrpl i cat i ons- - dr ug t her apy 
- - DT; * Turror Necrosis Fact or - al pha- - ant agoni st s and i nhi bi t or s- - Al . . . ; DT; 
Arthritis, Psor i at i c- - dr ug therapy--DT; Hurrans; I rrrrunogl obul i n G-adverse 
effects--AE; Ivat er nal - Fet al Exchange; Pregnancy: Pregnancy 
Cut come; Prospective Studies; Receptors, Turror Necrosis Factor 

Cherri cal Narre: Antibodies, Ivbnocl onal ; Antirheumatic Agents; 
I rrrrunogl obul i n Q Receptors, Turror Necrosis Factor; Turror Necrosis 
Fact or - al pha; adal i rrurrab; infliximab; TNFR- Fc fusion protein 
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BACKGROUND: Che of the rrost frequently asked questions during 
consultation with those affected by i nf I arrrrat or y bowel disease is what are 
its effects on pregnancy, and how the treatrrent will i rrpact on 
concept i on and pregnancy out corres. AIM To revi ew avai I abl e 
data regarding the safety of biological therapies during pregnancy, 
primarily in woman with i nf I arrmat or y bowel disease. METHODS: A IVedl i ne 
search was perforrred and available original research and revi ew art i cl es 
relating to the use of biological ( ant i t urrour necrosis f act or - al pha) 
therapies in i nf I arrmat or y bowel di sease were revi ewed. Wier e i nf or mat i on 
regarding the use of a drug in i nf I arrrrat or y bowel disease during 
pregnancy was I i rri t ed, articles referring to its use for other 
indications, such as rheumatoid arthritis, were revi ewed. CCNCLUSI CNS: 
Based on available data, biological therapies appear to be safe in 
pregnancy . Ivbst studies looking at the effects of any one medication 
on pregnancy in i nf I arrrrat or y bowel disease are confounded by the fact 
that rrost patients are on rail t i pi e rredi cat i ons and have varying levels of 
disease activity. Stopping therapy in the third tri master should be 
considered. Large registries with longer follow-up periods will be 
necessary before f i r m concl usi ons about the safety of ant i t urrour necrosis 
fact or -alpha therapies during conception and pregnancy can be 
drawn. 

Revi ew art i cl e: use of ant i t urrour necrosis factor therapy in i nf I arrrrat or y 
bowel disease during pregnancy and conception. 

... during consultation with those affected by i nf I arrrrat or y bowel disease 
is what are its effects on pregnancy, and how t he treatment will 
i rrpact on conception and pregnancy out corres. AIM To review 
available data regarding the safety of biological therapies during 
pregnancy , primarily in woman with i nf I arrmat ory bowel disease. 
METHODS: A Msdl i ne search was perforrred and available... 

... were reviewed. Where information regarding the use of a dr ug i n 
i nf I arrmat or y bowel disease during pregnancy was I i rri t ed, articles 
referring to its use for other indications, such as rheumatoid arthritis, 
were reviewed. CCNCLUSI CMS: Based on available data, biological therapies 
appear to be saf e i n pregnancy. M)st studies looking at the effects 
of any one rredi cat i on on pregnancy in i nf I amrat ory bowel disease are 
confounded by the fact that mast patients are on rail t i pi e. . . 

... be necessary before firm conclusions about the safety of ant i t urrour 
necrosis fact or -alpha therapies during conception and pregnancy 
can be drawn. 

...Descriptors: Agent s- - 1 her apeut i c use--TU; "Antibodies, Monoclonal 
--therapeutic use--TU; * I nf I arrrrat or y Bowel Di seases- - dr ug therapy--DT; * 
Pregnancy Corrpl i cat i ons- - dr ug therapy--DT; Adult; Humans; Infant, 
Newborn; Infertility, Mai e- - cherri cal I y i nduced- - Cl : Pr econcept i on Car e; 
Pregnancy; Treatrrent Cut corre 

Cherri cal Narre: Ant i - I nf I arrmat or y Agents; Antibodies, Monoclonal; 
adal i rrurrab; i nf I i xi rrab 
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Treatrrent with t urror necrosis factor inhibitors and intravenous 
i rrrrunogl obul i n improves live birth rates in worren with recurrent 
spontaneous abortion. 

PROBLEM The purpose of this study was to investigate whether treatrrent 
with t urror necrosis factor ( TNF) inhibitors corrbi ned wi t h i nt r avenous 
i rrrrunogl obul i n ( I VI G) increases live birth rates arrong worren with recurrent 
spontaneous abortion ( RSA) concurrently treated with anticoagulants (AC). 
METHOD CF STUDY: Sevent y- f i ve pregnancies in patients with a history of RSA 
were retrospectively evaluated. The population was divided into three 
gr oups : group I : 21 pat i ent s t r eat ed wi t h AC ( ant i coagul ant s) , gr oup I I : 37 
pat i ent s t r eat ed wi t h AC and I VI G and gr oup III: 17 pat i ent s t r eat ed wi t h 
AC, I VI G and the TNF inhibitor Etanercept (Enbrel ) or 
Adal i rrurrab ( Hum ra) . In groups I I and III, I VI G was adrri ni stered at I east 
once during the cycle of conception and/ or at least once after a 
positive pregnancy test. In group III, either Adal i rrurrab or 
Etanercept was adrri ni st er ed by subcutaneous injection according to 
standard protocols. Statistical analysis of pregnancy out corre was 
perforrred using Fisher's exact test. RESULTS: Patient populations i n t he 
three treatrrent groups were similar in t er ms of age, past rri scar r i ages, 
inherited thrombophilia and aut oi rrrruni t y. The live birth rate was 19% 
(4/21) in group I, 54% ( 20/ 37) in group II, and 71% (12/ 17) in group III. 
There was significant i rrpr overrent in pregnancy out cons in group II 
versus group I ( P = 0. 0127) and i n group I I I versus group I ( P = 0. 0026) . 
The live birth r at e in group III corrpar ed to gr oup I I was not si gni f i cant I y 
different (P = 0.3723). Side effects of AC, I VI G and TNF i nhi bi t or 
treatrrent were rri ni rral in these patients, and no birth defects were 
identified in their offspring. CCNCLUSI CN: I n worren wi t h RSA, addi t i on of 
ei t her I VI G or a TNF inhibitor + I VI G t o t he AC r egi men appear s t o i rrpr ove 
live birth rates corrpar ed to t he t r eat rrent wi t h AC al one. The posi t i ve 
effect of I VI G and TNF inhibitor therapy on pregnancy out corre merits 



10/614481 09/07/2006 



further study in prospective clinical trials. 

. . . and I VI Q and group III: 1 7 pat i ent s t r eat ed wi t h AC, I VI G and t he TNF 
inhibitor Etanercept (Enbrel) or Adal i rrurrab (Hurrira). In groups 
I I and III, I VI G was adrri ni st ered at I east once duri ng t he cycl e of 
conception and/ or at least once after a positive pregnancy 

test. In group III, either Adal i rrurrab or Etanercept was adrri ni st er ed 
by subcutaneous injection according to standard protocols. Statistical 
analysis of pregnancy out corre was per for mad using Fisher's exact 
test. RESULTS: Patient popul at i ons i n t he t hr ee t r eat rrent . . . 

... in group I I , and 71% (12/17) in group III. There was si gni f i cant 
i rrpr overrent in pregnancy out corre in group II versus group I (P = 
0.0127) and in group III versus... 

... the treat rrent with AC alone. The positive effect of I VI G and TNF 
inhibitor therapy on pregnancy out corre rrerits further study in 
prospective clinical trials. 

...Descriptors: and dosage- - AD: * I rmunogl obul i ns, Intravenous 

- - adrri ni st r at i on and dosage- - AD; * I rmunosuppr essi ve Agent s- - adrri ni st rat i on 
and dosage- -AD; * Pregnancy Fate; 'Receptors, Turror Necrosis Factor 

- - adrri ni st r at i on and dosage- - AD; Adult; Drug Therapy, Corrbi nat i on ; Humans; 
M ddl e Aged; Pregnancy; Retrospective Studies; Turror Necrosis 
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The use of etanercept and other turror necrosis fact or -alpha 
blockers in infertility: it's t i rre to get serious. 
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Successful ovulation induction, conception , and normal 

delivery after chronic therapy with etanercept: a recorrbinant fusion 

ant i - cyt oki ne t r eat rrent f or r heurrat oid arthritis. 
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Etanercept (Enbrel ; Vtyet h- Ayer st / 1 rrrrunex I nc, Seattle, W\, 
USA) is a subcut aneousl y adrri ni st er ed novel fusion protein consisting of 
the extracellular I i gand- bi ndi ng dorrai n of t he 75 kD r ecept or for tumor 
necrosis fact or -alpha ( ant i - TNFal pha) and the Fc portion of human IgGI. The 
agent is synthesized by pi asrri d transfection of a Chinese hamster ovary 
cell line, utilizing recorrbinant DMA technology. Banercept was 
approved by the US FDA f or treat rrent of mil ti -drug resistant r heurrat oid 
arthritis in 1998, but no human data exist regarding the impact of 
ant i - TNFal pha therapy on human reproductive function or its use before 
ovul at i on i nduct i on. As TNFal pha pot ent i at es col I agenol ysi 



rret al I opr ot ei 
ovul at i on ) , t here exi : 
coul d exert an undes 



gene expression (thereby facilitating 
I s a t heor et i cal r i sk t hat TNFal pha- i nhi bi t i on 
able effect on ovulation and pregnancy. 



eport, we describe the first case of ovulation induction, 
intrauterine insemination, nor rral pregnancy and singleton delivery of 
a healthy infant following chronic ( > 1 year) pre- ovul at o 
TNFal pha- i nhi bi t or therapy for r heurrat oid arthritis. Reproduct i 
endocrinologists and obst et r i ci an- gynecol ogi st s should be f arri I i ar wi 
etanercept therapy in the context of severe rheumatic disease, and 
offer appropriate reassurance regarding its safe use for infertili 
pat i ent s pi anni ng ovul at i on i nduct i on. 
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Turrour necrosis factor alpha and use of infliximab Safety during 
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QUESTI CN: A 27- year - ol d patient of rri ne wi t h rheumatoid arthritis has 
been t reat ed wi t h i nf I i xi rrab f or t he I ast 5 years. She i s pi anni ng 
her first pregnancy. How should I advise her regarding use of 
infliximab during pregnancy, bearing in rri nd that 
infliximab substantially improved her rredi cal condition? ANSV\ER: 
Infliximab ( Rerri cade) has not been tested in pregnant animals because 
it does not interact with non- human t urrour necrosis factor ( TNF) alpha. 
Several case reports describing worren who used infliximab during 
pregnancy do not suggest a strong association with adverse 
pregnancy outcorres. Mare studies are required to deter rri ne 
infliximab's safety during pregnancy. 



9/ 3, AB/ 24 
Dl ALCG( R) Fi I e 155: MEDLI NE( R) 
(c) format only 2009 D al og. A I rts. reserv. 

17590244 PM D: 17158212 
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OBJECTIVES: Ant i -turrour necrosis factor ( TNF) - al pha therapies are 
considered category B drugs for pregnancy . A t hough sorret i rres 
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prescribed to worren of reproductive age, data in humans are I i rri t ed with 
regard to safety for a developing fetus. The objectives of the present 
article are to report experience of ant i - TNF- al pha use in pregnancy, 
and review the international literature. METHODS: Si nee 1 999 t he pr esent 
authors have used ant i - TNF- al pha (infliximab, etanercept , 
adal i rrurrab) to treat patients with various chronic rheumatic conditions. 
Al I pat i ent s were prospect i vel y f ol I owed duri ng t hei r t real rrent t i rre and 
data were syst errat i cal I y collected. FESULTS: In a group of 442 patients 
treated with ant i - TNF, three worren with RA unexpect edl y became pregnant Che 
treated with etanercept chose a therapeutic ter rri nation at two and a 
half rronths, despite of any ultrasound anorral y, and satisfactory fetal 
growth. The other two patients (one with adal i rrurrab exposure and one with 
etanercept exposure) delivered healthy infants. The following 
perinatal corrpl i cat i ons were observed: prematurity, neonatal jaundice, 
neonatal urinary Escherichia col i infection and adrenal congenital 
hyperplasia of probable hereditary origin. CCNCLUSI CMS: To date, there is 
no evidence that TNF- al pha antagonists are associated with errbryo toxicity, 
teratogenicity or increased pregnancy loss. However, caution should 
be taken when ant i - TNF agents are used during pregnancy, as human 
experience is still extrerrely I i rri t ed, particularly in patients with 
rheumatic diseases arrong whom there are several alarm ng reports. The 
potential risk should be balanced against the known risks associated with 
DIVARDs and steroid therapy. Large r egi st r i es wi I I be necessary before firm 
conclusions can be drawn. 
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BACKGROUND: One of the rrost frequently asked questions during 
consultation with those affected by i nf I arrrrat or y bowel disease is what are 
its effects on pregnancy, and how the treat rrent will i rrpact on 
conception and pregnancy outcorres. AIM To r evi ew avai I abl e 
data regarding the safety of biological therapies during pregnancy, 
primarily in woman with i nf I arrrrat or y bowel disease. METHODS: A IVedl i ne 
sear ch was per f or rred and avai I abl e or i gi nal r esear ch and r evi ew ar t i cl es 
relating to the use of biological ( ant i t urrour necrosis f act or - al pha) 
therapies in i nf I arrmat or y bowel disease were reviewed. Wiere information 
regarding the use of a drug in i nf I arrrrat or y bowel disease during 
pregnancy was I i rri t ed, articles referring to its use for other 
indications, such as rheumatoid arthritis, were reviewed. CCNCLUSI CNS: 
Based on available data, biological therapies appear to be safe in 
pregnancy . Ivbst studies looking at the effects of any one rredi cat i on 
" arrrrat or y bowel disease are confounded by the fact 

are on mil t i pi e rredi cat i ons and have varying levels of 
Stopping therapy in the third tri master should be 
considered. Large registries with longer follow-up periods will be 
necessary before f i r m concl usi ons about the safety of ant i t urrour necrosis 
fact or -alpha therapies during conception and pregnancy can be 
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PROBLEM The purpose of this study was to investigate whether treat 
with t urror necrosis factor ( TNF) inhibitors corrbi ned wi t h i nt r ave 
i rrrrunogl obul i n ( I VI G) i ncreases I i ve bi rt h rat es among women wi t h recurrent 
spontaneous abortion ( PSA) concurrently treated with anticoagulants (AC). 
METHOD CF STUDY: Sevent y- f i ve pregnancies in patients with a history of PSA 
were retrospectively evaluated. The population was divided into three 
groups: group I : 21 pat i ent s t reat ed wi t h AC ( ant i coagul ant s) , group II: 37 
pat i ent s t r eat ed wi t h AC and I VI Q and gr oup I I I : 17 pat i ent s t r eat ed wi t h 
AC, I VI G and the TNF inhibitor Etanercept (Enbrel ) or 
Adal i rrurrab ( Hurri r a) . I n gr oups I I and III, I VI G was adrri ni st er ed at I east 
once during the cycle of conception and/ or at least once after a 
pregnancy test. In group III, either Adal i rrurrab or 



anercept was adrri ni st er ed by subcutaneous i nj ect i i 
standard protocols. Statistical analysis of pregnancy out come was 
perforrred using Fisher's exact test. FESULTS: Patient populations i n t he 
three treatrrent groups were si rri I ar in terms of age. past miscarriages, 
inherited thrombophilia and autoimmunity. The live birth rate was 19% 
(4/21) in group I, 54% ( 20/ 37) in group II, and 71% (12/ 17) in group III. 
There was significant improvement in pregnancy outcome in group II 
versus group I ( P = 0. 0127) and i n group I I I versus group I ( P = 0. 0026) . 
The I i ve bi rt h rat e in group I I I compared t o group I I was not si gni f i cant I y 
different (P = 0.3723). Side effects of AC, I VI G and TNF i nhi bi t or 
treatrrent were rri ni rral in these patients, and no birth defects were 
i dent i f i ed in t hei r of f spr i ng. GCNCLUSI CN: I n women wi t h FSA, addi t i on of 
ei t her I VI G or a TNF inhibitor + I VI G t o t he AC r egi men appear s to i rrpr ove 
I i ve bi rt h rat es compared to t he t reat rrent wi t h AC al one. The posi t i ve 
effect of I VI G and TNF inhibitor therapy on pregnancy outcome merits 
further study in prospective clinical trials. 
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